Abstract
Introduction

54
The renin-angiotensin system (RAS) is an important regulator of arterial blood 55 pressure (BP). Angiotensin-II (Ang-II) is the major effector molecule of the RAS, 56 which exerts its biological effects mainly via the type-1 Ang-II receptor (AT 1 R).
57
Therefore, Ang-II acts as a potent vasoconstrictor, regulates water intake and 58 salt metabolism and increases sympathetic outflow and BP (27) .
59
Abundant evidence suggests that a key mechanism by which Ang-II contributes 60 to hypertension is increasing oxidative stress (48). Oxidative stress is a 61 condition of increased production of reactive oxygen species (ROS) and/or 62 reduction of scavenging mechanisms (38) . Previous studies from our laboratory 
68
A new important component of the RAS is the type-2 angiotensin converting 69 enzyme (ACE2). ACE2, a homolog of ACE, can cleave Ang-I and Ang-II to (1-9) and Ang-(1-7), respectively (43). Ang-(1-7), the product of Ang-II mouse anti-γ-tubulin (Sigma, #5192; 1:10000) and goat anti-mouse IgG-HRP.
181
Bands corresponding to specific antibodies were quantified by densitometry
182
(ImageJ version 1.45 K) and normalized to γ-tubulin.
183
Proteins extracted from hypothalamus (20 µg) were processed for Western 184 blotting as previously described (14 Figure 1A ). This Figure 2A ).
268
ADAM17 overexpression tends to reduce after 24 hours of LA treatment (239.3 269 ±27.6 vs.195.0 ±25.6%, Figure 2A ).
270
In order to investigate a possible effect of LA on ADAM17 transcriptional 271 regulation, we first measured mRNA levels for ADAM17. As expected, ADAM17 Figure 2B ). Figure 2D ). Taken together, these data support the beneficial effect of LA in 295 preventing ADAM17-mediated ROS formation in neurons. p<0.05, n=7, Figure 3A) . Importantly, LA and tempol produced a similar 304 abatement of hypertension ( Figure 3A) Figure 3B ,D), while the vagal tone was 310 blunted in DOCA-salt hypertensive mice (p<0.05, Figure 3C ). Figure 4A ). In addition, LA prevented the reduction in ACE2 activity effect. From our knowledge, the current study provides the first demonstration 385 that elevated ROS production induces ADAM17 activation in neurons.
386
DOCA-salt hypertension is a well-established model of hypertension, depending 387 on high salt and water intake leading to hypervolemia (17). In this model, 
